Identification of candidate cancer therapeutic small molecule activators of the TRAIL gene was the primary goal that led to identification of TIC10 (later renamed as ONC201).[@cit0001] Of \>1000 molcules screened, ONC201 appeared to cause dual inhibition of p-ERK and p-AKT, nuclear translocation of Foxo3a and associated increase of TNF Related Apoptosis Inducing Ligand (TRAIL). In the original work, in vivo activity of TIC10/ONC201 was demonstrated in colorectal cancer, breast cancer, lung cancer, immunocompetent lymphoma, and GBM orthotopic models. Subsequent work in the El-Deiry Lab uncovered important insights into ONC201 activity including early induction of an integrated stress response involving eIF2-α, ATF4, CHOP and TRAIL death receptor DR5 activation.[@cit0002] Similar observations were made in leukemia models.[@cit0003] ONC201 has low toxicity against normal cells and appears safe in animals at doses that result in anti-cancer efficacy. Additional insights included work demonstrating activity of ONC201 against cancer stem cells.[@cit0004]

The first-in-human study of ONC201 was reported recently.[@cit0005] In humans some initial efficacy has been observed in patients with uterine cancer and prostate cancer. Currently, a variety of clinical trials of ONC201 are ongoing including trials for GBM and gliomas (NCT02525692 and NCT0313431, respectively), solid tumors (NCT0225871), hematologic malignancies (NCT02863991, NCT02420795, and NCT023902572, respectively) and 2 soon-to-open trials including endometrial cancer (NCT03099499) and neuroendocrine tumors (e.g. desmoplastic small round cell tumor, primitive neuroectodermal tumors, neuroblastoma; NCT03034200).

Because cancer resistance to single agents is all too common, efforts were undertaken to develop analogs of ONC201 that may still have favorable PK characteristics, anti-cancer efficacy, low toxicity and potential to combine with other therapeutic agents. The paper by Jessica Wagner et al. in this volume[@cit0006] details successful efforts to retain low toxicity against normal cells with increased potency of imipridone derivatives against various tumor cell lines. The authors describe favorable PK, induction or TRAIL/DR5 and nanomolar potency of 2 imipridone family members, ONC206 and ONC212. Of these ONC212 appears more potent against melanoma, prostate, breast cancer, and thyroid cell lines; ONC206 was more active against liver, lung, and kidney cancer cell lines. Further, Wagner et al. compared the kinetics of CHOP, TRAIL, and DR5 induction by ONC201, ONC206, and ONC212. Significant differences in time course and extent of induction of CHOP, TRAIL, and DR5 was seen. ONC212 was more rapid and best at 24 hours; ONC206 was similar to ONC201 at 24 hours, but superior to ONC201 and ONC212 at 48 and 72 hours. Further, temporal differences were revealed in cell cycle perturbations, which could lead to interesting opportunities to sequence these drugs with radiotherapy.

Proliferation, migration, and invasion are properties of resistant cancer cells that facilitate metastases. ONC201-resistant and TRAIL-resistant HCT116 Bax−/− cells had both migration and invasion inhibited by ONC201 and ONC206; however, ONC212 inhibited invasion only and had no effect on migration. Thus imipridone family members may have different effects on metastasis inhibition, an important quality of anticancer agents.

The authors demonstrated favorable efficacy of ONC212 versus ONC201 against in vivo models of liver cancer and melanoma. ONC212 was demonstrated to be orally bioavailable.

These investigations show successful efforts in building new and improved imipridone derivatives that may become useful for a wide variety cancers. As the imipridone family of anti-cancer agents expands, how best to use this unique class of low toxicity agents for active treatment and/or adjuvant therapy in combination with other agents and modalities in the clinic should become an even more exciting story ([Fig. 1](#f0001){ref-type="fig"}). Figure 1.The R~1~ aromatic side chain of imipridone derivatives ONC201, ONC206, and ONC212 provides new directions for nanomolar anti-cancer potency via TRAIL with unique characteristics.
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